Spain has several characteristics that make it adequate for such studies. Although in the past Spain has seen significant waves of immigration, in the last millennium immigration has not occurred at high enough levels to influence the genetic background of its population. Spain also has high-quality standards of universally free healthcare. Several studies have been published as meta-analyses 5 or local population studies. [6] [7] [8] [9] In this article we review some of these and other, more recent, studies.
was no gender difference in dementia incidence, but women tended to have a higher incidence of AD in very old age and men tended to have a higher incidence of vascular dementia (VD) at younger ages.
Another finding is that the pathological expression of AD could have more clinical relevance in women. 20 
Cardiovascular Risk Factors
The presence of cardiovascular risk factors has been considered, by definition, as an important criterion for the differentiation between AD and VD. 11 However, neuropathological studies have
shown that such differentiation is unwarranted. 12 Even using the conventional international criteria for the diagnosis of AD and VD, all of the epidemiological studies have shown that high blood pressure, diabetes and previous history of stroke are risk factors for dementia in general, and VD and AD in particular. [21] [22] [23] [24] It also appears that the risk of these factors is additive. 7, 24, 25 Some meta-analyses have shown that the treatment of high blood pressure reduces the risk of dementia.
26

Lifestyle
Several studies have shown that physical exercise reduces the risk of dementia and AD. 3, 27 Again, this co-variates with other social factors.
The role of exercise has been downplayed on the basis of considering an excessively sedentary lifestyle as a prodromic symptom of dementia. 27 The beneficial effects of exercise in transgenic mice 28 and in patients 29 do not support this scepticism. Intellectual and social activities are considered protective against dementia and AD. 13 There is only one preliminary Spanish study on this topic in Spain.
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Epidemiological Studies of Environmental Risk Factors for Dementia and Alzheimer's Disease in Spain
A summary of the most important epidemiological studies performed in Spain is presented in Table 2 . These studies are difficult to compare because of their different methodologies, but the results obtained are essentially similar.
Epidemiological Studies of Genetic Risk Factors for Dementia and Azheimer's Disease in Spain
Dozens of studies on genetic risk factors for dementia and AD have been performed in Spain, and a summary of the most important is presented in Table 3 . The study performed by Ampuero et al. 8 was a population study and the results were validated in a pathological series. The other studies are case-control studies in clinical cohorts of patients without pathological confirmation of the diagnoses.
International Health Environmental and Genetic Risk Factors for Alzheimer's Disease in Spain Population-based studies are preferable to case-control studies.
Confirmation of the results by clinical-pathological series is warranted.
The sample size should be large, ideally >500 cases per group.
The sample should not be limited to a particular ethnic group.
The results should be replicated by other studies.
The statistical analysis should include logistic regression of multiple variables. The number of cases required increases with the number of variables investigated.
The risk factors identified should have functional relevance.
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